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TitI*  21— Feed  end  Drugs 

CHAFTER  I— FOOD  AND  DRUG  ADMINISTRA- 
TION,  DEPARTMENT  OF  HEALTH,  EDUCA- 
TION,  AND  WELFARE 

SUBCHAPTER  F— BIOLOGKS 

[Docket  No.  75N-0316] 

PART  606— CURRENT  GOOD  MANUFACTUR¬ 
ING  PRAaiCES  FOR  BLOOD  AND  BLOOD 
COMPONENTS 

PART  640— ADDITIONAL  STANDARDS  FOR 
HUMAN  BLOOD  AND  BLOOD  PRODUCTS 

Whele  Bleed  end  Cempenents  ef  Whele  Bleed 
Intended  fer  Trontfusien;  Dener  Qettifice- 
tien  Lebeiing  Requirements 

AGENCY:  Food  and  Drug  Administra¬ 
tion. 

ACTION:  Final  rule. 

SUMMARY:  This  rule  amends  the 
Food  and  Drug  Administration  (FDA) 
biologies  regulations  by  requiring  that 
each  container  of  whole  blood  and 
blood  components  (red  blood  cells, 
cryoprecipitated  antihemophilic 

factor,  platelet  concentrate,  and  single 
donor  plasma)  intended  for  transfu¬ 
sion  bear  the  label  statement  “paid  do¬ 
nor”  or  “volunteer  donor,”  as  applica¬ 
ble.  The  regulation  is  designed  to 
reduce  the  risk  of  hepatitis  associated 
with  transfusion  therapy. 

EFFECTIVE  DATE:  May  15,  1978. 

FOR  FURTHER  INFORMATION 
CONTACT: 

Joe  K.  Holloway  or  A1  Rothschild, 
Bureau  of  Biologies  (HFB-620),  Food 
and  Drug  Administration,  Depart¬ 
ment  of  Health,  Education,  and  Wel¬ 
fare,  8800  Rockville  Pike,  Bethesda, 
Md.  20014,  301-443-4626. 

SUPPLEMENTARY  INFORMATION: 
In  two  separate  notices  published  in 
the  Federal  Register  of  November  14, 
1975  (40  FR  53040),  and  February  25, 
1977  (42  FR  11018),  the  Commissioner 
of  Food  and  Drugs  proposed  to  amend 
the  biologies  regulations  to  require 
that  the  labels  of  blood  products  dis¬ 
tinguish  between  blood  collected  from 
volunteer  donors  and  paid  donors.  In 
the  initial  proposal,  the  Commissioner 
also  required  that  the  labels  for  paid- 
donor  blood  contain  a  warning  that 
such  blood  is  associated  with  a  higher 
risk  of  transmitting  hepatitis  than 
blood  from  volimteer  donors. 

The  Commissioner  concluded  that 
the  proposed  labeling  requirements 
would  promote  the  use  of  blood  from 
donors  who  are  from  sectors  of  society 
in  which  transmissible  viral  hepatitis, 
type  B,  is  less  prevalent  and  -would 
thereby  reduce  the  risk  of  hepatitis  as¬ 
sociated  with  transfusion  therapy.  In 
support  of  this  conclusion,  the  Com¬ 
missioner  discussed  published  data  re¬ 


garding  the  incidence  of  posttransfu¬ 
sion  hepatitis  from  use  of  blood  which 
had  and. had  not  been  tested  for  hepa¬ 
titis  B  surface  antigen  (HB.Ag),  the 
prevalence  of  HB,Ag  in  the  blood  of 
paid  donors,  and  the  reduced  incidence 
of  posttransfusion  hepatitis  after 
elimination  of  use  of  paid-donor  blood. 
The  Commissioner  concluded  that  the 
published  data  demonstrate  that  blood 
collected  from  paid  donors  is  distin¬ 
guishable  from  blood  collected  from 
volimteer  donors  in  terms  of  the  po¬ 
tential  hazard,  and  that  the  decreased 
use  of  blood  from  paid  donors  would 
have  a  greater  impact  in  reducing  the 
incidence  of  posttransfusion  hepatitis 
than  any  other  measure,  including 
HB.Ag  testing. 

The  Commissioner  stated  his  belief 
that  the  proposed  requirement  for 
label  disclosure  identifying  the  source 
of  whole  blood  and  its  components  (1) 
is  necessary  in  order  to  provide  physi¬ 
cians  who  prescribe  blood  with  this 
important  information,  (2)  is  consis¬ 
tent  with  the  National  Blood  Policy 
objective  to  encourage,  foster,  and 
support  efforts  to  establish  an  all-vol¬ 
untary  blood  donation  system.  (3)  will 
not  interrupt  blood  services  now  pro¬ 
vided.  (4)  will  significantly  increase 
the  demand  for  blood  from  volunteer 
donors  or  blood  from  paid  donors  col¬ 
lected  by  blood  banks  having  evidence 
that  their  donor  population  is  as  safe 
as  volunteer  donor  populations,  and 
(5)  will  reduce  the  risk  of  transmitting 
hepatitis  via  transfusion  therapy. 

The  Commissioner  also  discussed  in 
detail  the  statutory  authority  for  pro¬ 
posing  the  labeling  requirements. 
t  Interested  persons  were  given  until 
January  13,  1976,  to  submit  written 
comments  to  the  first  proposal.  In  re¬ 
sponse.  342  letters  were  received.  A 
majority  of  the  comments  recommend¬ 
ed  that  the  proposal  be  reissued  to  in¬ 
clude  a  proposed  definition  for  the 
terms  “paid  donor”  and  “volunteer  do¬ 
nor”. 

The  Commissioner  agreed  that  “paid 
donor”  and  “volunteer  donor”  should 
be  defined  in  the  regulations.  Accord¬ 
ingly,  he  issued  a  notice,  published  in 
the  Federal  Register  of  February  3, 
1976  (41  FR  4955),  requesting  interest¬ 
ed  persons  to  submit  data  and  infor¬ 
mation  for  use  in  formulating  a  defini¬ 
tion  for  “paid  donor”  and  “volunteer 
donor”.  In  response,  331  additional  let¬ 
ters  were  received. 

Because  of  the  intense,  widespread 
interest  in  and  the  public  importance 
of  the  proposed  labeling  requirements, 
the  Commissioner,  in  a  notice  pub¬ 
lished  in  the  Federal  Register  of  Feb¬ 
ruary  27,  1976  (41  FR  8523),  an¬ 
nounced  and  later  convened  a  public 
meeting  on  March  18.  1976,  to  discuss 
the  following  subjects: 

1.  Data  documenting  the  risk  of 
posttransfusion  hepatitis  associated 
with  blood  collected  from  volunteer 
and  paid  donors. 


2.  Summary  of  comments  received  in 
response  to  the  Federal  Register  pro¬ 
posal  of  November  14, 1975. 

3.  Recommendations  for  a  repropo¬ 
sal,  including  definitions  for  “volun¬ 
teer”  and  “paid”  donors  and  other  sug¬ 
gestions  recommended  in  the  com¬ 
ments  on  the  November  1975  proposal. 

4.  General  discussion  of  various 
viewpoints  on  the  proposal. 

In  response  to  the  comments  re¬ 
ceived  on  the  November  1975  proposal, 
on  the  February  3,  1976,  notice,  and  at 
the  March  1976  public  meeting,  the 
Commissioner  published  another  pro¬ 
posal  in  the  Federal  Register  of  Feb¬ 
ruary  25,  1977,  to  require  that  each 
container  of  whole  blood  and  blood 
components  (red  blood  cells,  cryopreci¬ 
pitated  antihemophilic  factor,  platelet 
concentrate,  and  single  donor  plasma) 
intended  for  transfusion  bear  the  label 
statement  “Paid  Donor”  or  “Volunteer 
Donor”,  as  applicable.  In  addition,  the 
Commissioner  proposed  definitions  for 
paid  and  volunteer  donors. 

The  February  1977  proposal  differed 
from  the  November  1975  proposal  in 
thait  it  made  the  labeling  requirements 
applicable  to  all  blood  components  in¬ 
tended  for  transfusion  rather  than  to 
only  whole  blood  and  red  blood  cells. 
The  February  1977  proposal  did  not, 
however,  repropose  the  warning  state¬ 
ment  concerning  the  increased  risks  of 
hepatitis  from  blood  collected  from 
paid  donors.  The  reasons  for  the  dele¬ 
tion  were  discussdd  in  detail  in  the 
February  1977  proposal. 

In  response  to  the  February  1977 
proposal,  165  letters,  containing  vary¬ 
ing  numbers  of  comments,  were  re¬ 
ceived.  Approximately  103  letters  fa¬ 
vored  and  62  opposed  the  proposal. 

In  general,  the  comments  addressed 
three  aspects  of  the  proposal:  (1)  the 
definitions  and  interpretations  of  paid 
and  volunteer  donors  and  the  mechan¬ 
ics  of  labeling,  (2)  the  effect  of  label¬ 
ing  on  safety,  and  (3)  the  effect  of  la¬ 
beling  on  supply  and  cost  of  blood  and 
blood  products. 

.  Definitions  and  Mechanics  of 
Labeling 

1.  Four  comments  agreeing  with  the 
proposed  definitions  noted  that  the 
definitions  are  equivalent  or  identical 
to  those  already  established  by  the 
American  Association  of  Blood  Banks. 
One  comment,  although  supporting 
the  proposed  definitions  in  principle, 
suggested  that  the  adjectives  “paid” 
and  “volunteer”  should  be  replaced 
with  “reimbursed”  and 

“nonreimbursed,”  respectively.  One 
other  comment  suggested  that  a  code 
be  used  on  the  label  to  identify  the 
“paid”  or  “volunteer”  donor. 

The  Commissioner  is  aware  that  var¬ 
ious  other  words  and  phrases  or  even  a 
code^might  be  used  to  convey  the  de¬ 
sired  information.  However,  they  pro¬ 
vide  no  more  clarification  than  do  the 
terms  “paid”  and  “volunteer,”  which 
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terms  “paid”  and  “volunteer,”  which 
are  currently  being  used  by  the  States 
of  Illinois,  California,  Georgia,  and 
Florida  under  their  blood  labeling 
laws.  In  addition,  the  American  Red 
Cross,  which  collects  only  from  volun¬ 
teer  donors,  identifies  its  blood  as  “vol¬ 
unteer  donor”  blood.  Accordingly,  the 
substitute  terminology  is  rejected. 

2.  Nineteen  comments  suggested 
that  the  term  “paid”  donor  include  a 
person  who  receives:  (1)  a  large 
amount  of  time  off  from  work,  (2)  ad¬ 
ditional  vacation  time,  (3)  rewards 
generally  used  as  a  motivation  for  do¬ 
nation,  such  as  lotteries,  giveaways,  a 
chance  interest  in  a  prize  with  signifi¬ 
cant  dollar  value,  or  nonmonetary  re¬ 
wards  associated  with  product  promo¬ 
tion,  (4)  reduction  or  cancellation  of 
hospital  charges  that  are  unrelated  to 
the  transfusion,  and  (5)  the  cancella¬ 
tion  or  refund  of  nonreplacement  fees 
and  blood  assurance/insurance  bene¬ 
fits. 

As  stated  in  the  preambles  of  both 
the  1975  and  1977  proposals,  the  high 
risk  of  posttransfusion  hepatitis  asso¬ 
ciated  with  blood  from  paid  donors 
primarily  reflects  the  fact  that  direct 
monetary  payment  attracts  and  moti¬ 
vates  donations  from  individuals  in  un¬ 
fortunate  socioeconomic  circum¬ 
stances  in  whom  transmissible  hepati¬ 
tis  is  particularly  prevalent,  including 
drug  addicts  who  are  in  desperate  need 
of  money  to  purchase  drugs.  Benefits 
which  are  not  readily  convertible  to 
cash,  such  as  those  identified  in  the 
comments,  are  not  likely  to  attract 
those  groups  in  which  transmissible 
hepatitis  is  prevalent.  For  this  reason, 
the  Commissioner  concludes  that 
donors  receiving  such  benefits  should 
not  be  classified  as  paid  donors.  Ac¬ 
cordingly,  the  comments  are  rejected. 

The  Commissioner  notes  that  in 
amended  §606.120,  paragraph  (b) 
(2Kiii)  provides  that  benefits  not  read¬ 
ily  convertible  to  cash  do  not  consti¬ 
tute  monetary  pasonent  for  purposes 
of  this  labeling  regulation.  The  basic 
definitions  of  “paid”  and  “volunteer” 
donors  turn  on  the  direct,  clear,  and 
thus  enforceable  distinction  between 
the  exchange  or  absence  of  exchange 
of  money. 

3.  Nine  comments  suggested  that  the 
proposed  labeling  also  distinguish  be¬ 
tween  safe  and  unsafe  paid  donors. 
Some  large  institutional  blood  banks, 
such  as  hospitals  and  community 
blood  banks,  screen  paid  donors  so 
that  they  have  a  lower  incidence  of 
HB.Ag  than  do  some  volunteer  donor 
populations.  The  comments  suggested 
that  paid  donors  be  categorized  as 
either  “paid  noncommercial”  or  “paid 
commercial”  as  a  shorthand  way  to 
distinguish  between  safe  (low-risk)  and 
unsafe  (high-risk)  donors.  One  of  the 
comments  also  suggested  that  a  dis¬ 
tinction  be  made  on  the  label  between 
low-risk  and  high-risk  volunteers. 
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As  these  comments  demonstrate,  a 
number  of  categories  and  distinguish¬ 
ing  characteristics  could  be  applied  to 
blood  donors.  The  definitions  pro¬ 
posed  by  the  Commissioner  for  “paid 
donor”  and  “volunteer  donor”  are 
widely  recognized  in  the  blood  commu¬ 
nity  and  provide  basic  information 
without  the  confusion  that  might 
arise  from  the  addition  of  new  donor 
categories  as  they  are  identified.  The 
subcategories  suggested  by  the  com¬ 
ment  are  not  as  generally  recognized 
or  understood  as  are  the  “paid”  and 
“volunteer”  donor  categories.  Accord¬ 
ingly,  the  comments  are  rejected. 

4.  Twelve  comments  suggested  that 
the  Commissioner  require  the  donor 
classification  statement  to  be  changed 
to  “first  time  donor”  or  “repeat  do¬ 
nor”  instead  of  “paid  donor”  or  “vol¬ 
unteer  donor”  because  the  risk  of 
hepatitis  in  blood  from  first  time 
donors,  whether  paid  or  volunteer,  is 
greater  than  the  risk  from  repeat 
donors,  whose  blood  has  already  been 
biologically  tested,  i.e.,  followup  moni¬ 
toring  of  the  recipient  has  shown  no 
hepatitis  transmission.  It  was  argued 
that  if  blood  from  screened  and  tested 
repeat  paid  donors  must  be  labeled 
“paid”,  it  would  be  unnecessarily 
avoided  by  doctors,  because  of  an  im¬ 
plied  but  unsubstantiated  risk,  in 
favor  of  “volunteer”  blood  collected 
from  high-risk  urban  ghetto  or  State 
prison  populations. 

The  Commissioner  recognizes  that  a 
small  proportion  of  “paid  donor” 
blood  is  being  obtained  from  biologi¬ 
cally  tested  donors  whose  hepatitis 
risk  is  as  low  as  or  lower  than  that 
from  random  volunteer  donors.  In 
those  few  situations,  mechanisms  are 
available  for  informing  hospital  ad¬ 
ministrators,  physicians,  and  patients. 
The  mechanisms  include  information 
in  the  package  circular  accompanying 
the  blood  unit  and  agreements  be¬ 
tween  the  blood  bank  and  the  pur¬ 
chasing  hospitals  and  physicians.  The 
Commissioner  notes  that  no  first-do¬ 
nation  blood  is  biologically  tested,  and 
that,  therefore,  for  these  imits  of 
blood,  the  volunteer/paid  labeling 
would  continue  to  be  necessary.  Ac¬ 
cordingly,  the  comments  are  rejected. 

5.  Thirteen  comments  stated  that 
the  proposed  labeling  requirements 
present  an  undue  expense  and  hard¬ 
ship  to  most  blood  banks  since  95  per¬ 
cent  of  all  blood  collected  is  from  vol¬ 
unteer  donors.  The  comments  suggest¬ 
ed  that  only  blood  from  paid  donors 
need  be  identified  on  the  label. 

The  Commissioner  believes  that  the 
absence  of  the  term  “volunteer  donor” 
from  blood  units  may  raise  questions 
of  accountability.  For  example,  the  in¬ 
advertent  failure  to  place  the  “paid 
donor”  label  on  a  unit  will  result  in 
the  assumption,  possibly  unwarranted 
and  incorrect,  by  physicians  and  pa¬ 
tients  that  the  unit  was  collected  from 
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a  volunteer  donor.  If  identification  of 
donor  source  is  required  for  both  paid 
and  volunteer  donors,  an  unlabeled 
unit  will  not  result  in  unjustified  reli¬ 
ance,  and  the  recipient  will  be  on 
notice  to  check  with  the  collecting  fa¬ 
cility.  In  addition,  the  affirmative  dis¬ 
closure  of  the  donor  source  on  blood 
labeling  will  serve  to  inform  patient 
consumers,  who  are  not  as  likely  as 
hospital  administrators  and  physicians 
to  be  current  on  Federal  labeling  laws 
for  blood  and  blood  products. 

The  Commissioner  reiterates  his 
belief,  stated  in  the  preamble  to  the 
February  25,  1977  proposal,  that  any 
cost  increase  resulting  from  the  pro¬ 
posed  labeling  requirement  will  be 
minimal.  All  whole  blood  products  for 
transfusion  must  bear  a  label  with  sig¬ 
nificant  information.  The  donor  classi¬ 
fication  can  be  included  on  the  labels 
along  with  the  currently  required  in¬ 
formation  and  incorporated  as  new 
labels  are  printed.  The  effective  date 
of  this  regulation  should  permit  an  or¬ 
derly  transition  to  the  new  labels.  Ac¬ 
cordingly,  the  comments  are  rejected. 

6.  Four  comments  stated  that  the 
proposed  labeling  requirement  should 
be  applicable  to  Source  Plasma 
(Human)  since  the  incidence  of  HB,Ag 
positive  units  is  greater  in  this  product 
than  in  whole  blood  or  single  donor 
components  intended  for  transfusion. 
On  the  other  hand,  six  comments  re¬ 
quested  that  proposed  §  606.120(b)(2) 
be  amended  to  exempt  Source  Plasma 
(Human)  from  the  proposed  labeling 
requirement. 

As  stated  in  the  February  1977  pro¬ 
posal,  the  Commissioner  is  not  aware 
of  any  data  to  support  the  use  of  the 
proposed  labeling  requirements  for 
Source  Plasma  (Human)  or  plasma  de¬ 
rivatives.  Although  data  have  been 
published  demonstrating  a  higher 
prevalence  of  HB^Ag  in  plasma  from 
paid  donors  than  in  plasma  from  vol¬ 
unteer  donors,  no  available  data  dem¬ 
onstrate  that  final  plasma  derivative 
products  manufactured  from  volun¬ 
teer  donor  plasma  carry  a  lower  risk  of 
transmitting  hepatitis  to  recipients 
than  do  similar  products  manufac¬ 
tured  from  paid  donor  plasma.  Most 
types  of  derivative  products  are  pro¬ 
cessed  in  a  manner  which  destroys  or 
removes  the  hepatitis  virus.  Accord¬ 
ingly,  no  established  public  health 
benefit  can  derive  from  requiring 
donor  labeling  on  Source  Plasma 
(Human);  and  such  information, 
therefore,  is  not  a  material  fact. 
Therefore,  the  Commissioner  is 
amending  §  606.120(b)(2)  to  exempt 
Source  Plasma  (Human). 

7  a.  One  comment  stated  that  blood 
is  not  a  drug  and  therefore  should  not 
be  subject  to  the  proposed  labeling  re¬ 
quirements. 

b.  Three  related  comments  stated 
that  the  proposed  labeling  represents 
an  unauthorized  attempt  by  PDA  to 
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implement  the  National  Blood  Policy 
calling  for  an  all-volunteer  blood 
supply  since  the  labeling  is  not  sanc¬ 
tioned  by  statute  and  the  policy  is 
being  implemented  by  an  ad  hoc  coali¬ 
tion  of  government  and  private  insti¬ 
tutions. 

These  issues  were  thoroughly  an¬ 
swered  in  the  preamble  of  the  Novem¬ 
ber  1975  proposal.  A  summary  of  that 
discussion,  and  the  legal  basis  for  the 
blood  good  manufacturing  practice 
regulations,  of  which  the  drug  clsissifi- 
cation  labeling  is  a  part,  is  repeated 
here. 

a.  Blood  and  blood  components  are 
drugs  as  defined  in  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (21  U.S.C. 
321(g)(1))  since  they  are  used  to  treat 
disease,  they  affect  bodily  functions, 
and  whole  blood  is  recognized  in  the 
United  States  Pharmacopeia.  As 
drugs,  they  must  meet  all  statutory  re¬ 
quirements  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  and  are  subject  to 
regulation  pursuant  to  all  provisions 
of  the  act. 

The  donor  classification  labeling 
constitutes  important  information 
about  the  blood  quality  and  gives 
notice  of  the  potential  adverse  conse¬ 
quences  from  its  use,  namely,  the  do¬ 
cumented  increased  risk  of  transmit¬ 
ting  hepatitis  from  use  of  blood  from 
paid  donors.  Failure  to  reveal  this  ma¬ 
terial  fact  renders  blood  labeling  to  be 
misleading  (21  U.S.C.  321(n))  and  re¬ 
sults  in  the  blood  being  misbranded 
(21  U.S.C.  352(a))  within  the  meaning 
of  the  act.  The  act  also  requires  ade¬ 
quate  warnings  in  drug  labeling  (21 
U.S.C.  352(f)).  In  addition,  a  drug  is 
adulterated  (21  U.S.C.  351(a)(2)(B))  if 
it  has  not  been  manufactured  in  con¬ 
formity  with  current  good  manufac¬ 
turing  practice.  Pursuant  to  these  stat¬ 
utory  provisions,  the  Commissioner 
may  promulgate  regulations  for  essen¬ 
tial  information  on  blood  labeling. 

Jurisdiction  under  the  act  is  not 
limited  to  situations  where  the  blood 
itself  has  been,  or  is  to  be,  introduced 
into  interstate  commerce.  If  one  of  the 
essential  components  of  blood,  such  as 
the  anticoagulant  solution,  has  moved 
in  interstate  commerce,  the  blood  is 
subject  to  the  requirements  of  the  act 
and  FDA  may  regulate  the  final  drug 
product  (21  U.S.C.  321(g)(1)(D)).  The 
Federal  courts  have  uniformly  upheld 
this  scope  of  authority. 

All  blood  and  blood  components  of¬ 
fered  for  sale  in  interstate  commerce 
are  also  biological  products  and  are 
therefore  also  subject  to  the  Public 
Health  Service  Act  (42  U.S.C.  262).  All 
manufacturers  must  have  a  license 
that  has  been  issued  upon  a  showing 
that  the  manufacturing  establishment 
and  its  products  meet  all  applicable 
standards  prescribed  in  the  biologies 
regulations.  Regulations  may  be  pro¬ 
mulgated  to  assure  proper  labeling  for 
any  biological  product  (42  U.S.C. 


262(d)),  and  the  Public  Health  Service 
Act  prohibits  the  false  labeling  or 
marking  of  any  package  or  container 
of  any  biological  product  (42  U.S.C. 
262(b)).  Moreover,  the  prohibition 
against  false  labeling  in  this  act  con¬ 
tains  no  interstate  commerce  require¬ 
ment;  it  applies  to  all  blood,  whether 
or  not  it  has  moved  or  is  offered  for 
sale  in  interstate  commerce.  When 
blood  labels  do  not  affirmatively 
reveal  the  donor  source,  they  are  false 
by  reason  of  omission.  Finally,  the 
Commissioner  is  authorized  to  promul¬ 
gate  regulations,  pursuant  to  42  U.S.C. 
264,  which  may  be  necessary  to  pre¬ 
vent  the  transmission  of  such  blood-re¬ 
lated  communicable  diseases  as  hepati¬ 
tis.  Thus,  the  Public  Health  Service 
Act  equally  and  independently  sup¬ 
ports  the  donor  classification  labeling 
requirement. 

b.  There  is  nothing  unlawful  or  im¬ 
proper  with  the  Commissioner  pro¬ 
mulgating  a  regulation  incorporating  a 
policy  advocated  by  any  citizen  or 
group,  including  members -of  regulated 
industry.  The  Commissioner  routinely 
receives  and  considers  the  views  of  in¬ 
dustry  and  individuals  in  the  private 
sector.  The  Commissioner  also  gathers 
information  by  corresponding  and 
meeting  with  interested  persons  out¬ 
side  FDA  regarding  any  matter  within 
the  jurisdiction  of  the  laws  adminis¬ 
tered  by  him.  All  interested  persons 
are  afforded  the  opportunity  to  have 
their  comments,  favorable  or  other¬ 
wise,  considered  in  the  development  of 
final  rules  that  may  have  resulted 
from  the  meetings  with  the  private 
sector  or  with  representatives  of  in¬ 
dustry.  Even  if  the  National  Blood 
Policy  were  solely  the  product  of  the 
private  sector,  which  it  is  not  (see  Fed¬ 
eral  Register  of  September  10,  1974 
(39  FR  32702))  the  two  proposals  and 
the  public  meeting  on  the  donor  classi¬ 
fication  labeling  have  provided  every 
opportunity  for  comment  by  any  inter¬ 
ested  person.  Accordingly,  the  sugges¬ 
tion  that  the  regulation  is  deficient  be¬ 
cause  it  will  enhance  one  of  the  goals 
of  the  National  Blood  Policy  is  errone¬ 
ous. 

8.  Pour  comments  advocated  reten¬ 
tion  of  the  warning  statement,  “blood 
collected  from  paid  donors  is  associat¬ 
ed  with  a  higher  risk  of  transmitting 
hepatitis  than  blood  from  volimtary 
donors,”  as  originally  proposed  in  No¬ 
vember  1975, 

The  Commissioner  reaffirms  his  de¬ 
cision,  announced  in  the  preamble  to 
the  February  1977  proposal,  not  to  re¬ 
quire  the  warning  statement  initially 
included  in  the  November  1975  propos¬ 
al.  The  designation  of  blood  as  to  its 
source,  paid  or  volunteer,  is  concise 
and  adequate  notification  to  physi¬ 
cians  of  the  relative  risk  of  hepatitis 
associated  with  the  blood.  The  evi¬ 
dence  of  the  association  between  paid 
donors  and  increased  risk  of  hepatitis. 


delineated  in  the  November  1975  pro¬ 
posal,  was  mailed  directly  to  all  blood 
banks  registered  with  FDA.  A  brief 
synopsis  of  the  proposal,  emphasizing 
the  high  risk  of  hepatitis  associated 
with  blood  from  paid  donors,  was  pub¬ 
lished  in  the  FDA  Drug  Bulletin  of 
April-May  1976,  which  is  mailed  to  all 
physicians  in  the  United  States. 

The  American  Blood  Commission,  an 
association  within  the  private  sector 
working  towards  implementation  of 
the  National  Blood  Policy,  has  urged 
the  creation  of  an  all-voluntary  blood 
donor  system  because  of  the  statistical 
association  between  paid  donors  and 
the  transmission  of  hepatitis  in  blood 
therapy.  The  work  of  the  Commission 
and  its  policies  and  publications  are 
well  known  throughout  the  entire 
blood  processing  community.  Also,  the 
question  of  designating  blood  as  being 
“paid”  or  “volunteer”  has  been  aired 
not  only  in  the  medical  literature  but 
frequently  in  the  lay  press  and  on 
radio  and  television. 

Four  States  with  effective  blood  la¬ 
beling  laws— Illinois,  California,  Geor¬ 
gia.  and  Florida— do  not  require  an  ad¬ 
ditional  warning  statement.  The  expe¬ 
riences  in  these  States,  particularly  in 
Illinois  where  this  law  has  been  in 
effect  for  several  years,  support  the 
necessity  for  only  a  brief  descriptive 
term  without  an  explicit  warning  of 
the  probability  of  infection. 

Notwithstanding  these  data  given  to 
physicians,  the  Commissioner  will  pro¬ 
pose  a  warning  statement  if  it  appears 
that  responsible  heads  of  blood  banks, 
administrators,  and  purchasing  agents 
of  hospitals,  physicians,  or  consumers 
are  not  adequately  apprised  of  the 
facts. 

9.  One  comment  questioned  whether 
the  labeling  of  the  donor  source  would 
continue  in  an  all-volunteer  system. 

The  Commissioner  anticipates  that 
in  an  all-volunteer  system  there  would 
be  no  need  for  labeling  to  distinguish 
paid  donors  from  volvmteer  donors. 

10.  One  comment  suggested  that  the 
donor  source  need  not  appear  with  the 
same  prominence  as  the  proper  name. 
The  comment  noted  that  the  Ameri¬ 
can  Red  Cross  labeling  includes  the 
donor  source  in  smaller,  less  promi¬ 
nent  type  and  away  from  the  proper 
name. 

The  Conunissioner  *has  concluded 
that  the  donor  source  is  of  such  im¬ 
portance  that  it  must  be  stated  con¬ 
spicuously  with  the  same  prominence 
as  the  proper  name  of  the  product. 
(See  21  U.S.C.  352(c).)  Accordingly, 
the  comment  is  rejected. 

Effect  of  Labeling  on  Safety  of  the 
Product 

11.  Twenty-nine  comments  suggested 
that  the  proposed  labeling  is  unneces¬ 
sary  and  should  be  withdrawn  since 
(1)  no  scientific  data  have  been  pre¬ 
sented  to  support  the  fact  that  a  label 


FEDERAL  REGISTER,  VOL  43,  NO.  9— FRIDAY,  JANMARY  13,  1978 


RULES  AND  REGULATIONS 


2145 


will  insure  the  safety  of  transfused 
blood,  (2)  no  information  has  been 
presented  to  show  that  the  labeling 
will  significantly  reduce  the  number  of 
blood  units  which  transmit  disease, 
and  (3)  the  rule  is  a  superficial  answer 
to  a  serious  medical  problem  and 
therefore  will  not  contribute  to  the  so¬ 
lution.  The  comments  suggested  that 
the  time  and  effort  spent  in  putting  an 
additional  label  on  a  unit  of  blood 
and/or  component  would  only  further 
clutter  the  label  and  will  have  no 
impact  on  the  clinician  who  will  trans¬ 
fuse  it. 

The  Commissioner  disagrees  with 
these  comments.  As  a  result  of  the 

1973  Illinois  law  that  all  blood  collect¬ 
ed  in  or  transported  into  the  State 
must  prominently  display  whether  it 
was  collected  from  paid  or  volunteer 
donors,  the  number  of  units  of  pur¬ 
chased  blood  infused  decreased  by  35.2 
percent  despite  a  15  percent  increase 
in  the  rrumber  of  transfusions  (fiscal 

1974  to  fiscal  1975).  Furthermore,  the 
percentage  of  outdated  blood  fell  from 
15.4  percent  to  12.9  percent  in  the 
same  period. 

In  a  study  conducted  at  the  Hines 
Veterans’  Administration  Hospital, 
Chicago,  Ill.,  20,8  percent  of  trans¬ 
fused  patients  developed  posttransfu¬ 
sion  hepatitis  from  1968-70,  when  92 
percent  of  the  hospital  blood  supply 
was  obtained  from  paid  donors.  How¬ 
ever,  the  incidence  of  hepatitis  de¬ 
creased  by  62  percent,  to  a  rate  of  7.9 
percent  of  transfused  patients,  when 
96  percent  of  the  hospital’s  blood 
supply  was  obtained  from  volunteer 
donors.  Similarly,  in  New  Jersey, 
during  a  period  in  which  the  propor¬ 
tion  of  blood  obtained  from  paid 
donors  decreased  from  31  percent 
(1970)  to  9  percent  (1973),  the  number 
of  overt  cases  of  posttransfusion  hepa¬ 
titis  decreased  from  424  (1  per  117 
transfused  patients)  (1970)  to  159  (1 
per  284  transfused  patients)  (1973).  In 
addition,  during  1961-70  and  1971-73, 
the  rate  of  fatalities  resulting  from 
posttransfusion  hepatitis  decreased 
from  12.9  percent  to  7.2  percent,  re¬ 
spectively.  The  Commissioner  believes 
that  these  experiences,  reported  in  No¬ 
vember  1975,  demonstrate  that  the 
paid  and  volunteer  labeling  signifi¬ 
cantly  aids  in  reducing  the  incidence 
of  posttransfusion  hepatitis,  and  that 
it  also  prom^otes  blood  therapy  safety 
and  is  there’fore  a  valid,  albeit  partial, 
answer  to  the  problem.  Accordingly, 
the  comments  are  rejected. 

12.  Nine  comments  suggested  that 
FDA  develop  a  program  to  enhance  ef¬ 
fective  screening  by  the  blood  or  com¬ 
ponent  collection  facility,  including 
the  improvement  of  donor  selection 
procedures,  by  such  means  as  the 
taking  of  medical  histories'  from  pro¬ 
spective  donors. 

The  good  manufacturing  practice 
regulations  for  blood  products. 


§606.100  Standard  operating  proce¬ 
dures  (21  CFR  606.100),  require  that 
each  blood  bank  have  written  proce¬ 
dures  establishing  criteria  for  donor 
suitability,  including  acceptable  medi¬ 
cal  history  criteria.  The  requisite  stan¬ 
dard  operating  procedures  manual 
should  describe  the  best  current  tech¬ 
niques  and  procedures  and  policies  de¬ 
veloped  by  blood  banking  practition¬ 
ers.  These  procedures,  together  with 
FDA  inspections,  have  stimulated  and 
enhanced  good  blood  banking  prac¬ 
tices.  In  addition,  the  Bureau  of  Biolo¬ 
gies  is  revising  new  donor  selection 
procedures  that  will  update  the  donor 
suitability  requirements.  These  proce¬ 
dures  will  be  published  in  a  separate 
proposal. 

13.  Four  comments  suggested  that 
the  data  presented  in  the  November 
1975  proposal,  which  were  relied  upon 
to  classify  certain  categories  of  donors 
as  high-risk,  are  not  persuasive.  It  was 
argued  that  the  distinction  between 
donors  in  some  of  the  referenced  stud¬ 
ies  was  imprecise  because  the  methods 
of  hepatitis  testing  were  less  sensitive 
than  the  third  generation  test,  and 
that  other  studies  revealed  persistent 
posttransfusion  hepatitis  associated 
with  blood  despite  third  generation 
HB,Ag  testing.  Accordingly,  the  com¬ 
ments  suggested  that  conclusions 
drawn  from  these  studies  were  not  re¬ 
liable. 

The  Commissioner  disagrees.  Data 
establishing  certain  categories  of 
donors  as  high  risk  transmitters  of 
hepatitis  were  supported  by  numerous 
studies  conducted  after  the  nationwide 
HB^Ag-testing  requirements  became 
effective,  including  the  use  of  methods 
of  third  generation  sensitivity  (ra- 
dioimmuno  assay  procedures  (RIA)). 

As  stated  in  the  preamble  to  the  No¬ 
vember  1975  proposal,  there  has  been 
a  continuing  evolution  of  more  sensi¬ 
tive  methods  for  detecting  the  HB,Ag. 
However,  the  most  sensitive  methods 
presently  available  and  required  by 
FDA  regulations,  methods  of  third 
generation  sensitivity,  are  expected  to 
detect  only  about  40  to  60  percent  of 
the  units  of  blood  containing  the 
hepatitis  B  virus.  For  this  reason,  the 
risk  of  transmitting  viral  hepatitis 
type  B  has  been  reduced  but  not  elimi¬ 
nated  by  the  testing  requirements. 
Indeed,  studies  conducted  by  the  New 
Jersey  Department  of  health  of  recipi¬ 
ents  of  blood  prescreened  by  RIA 
found  the  rate  of  hepatitis  B  virus  in¬ 
fection  in  recipients  of  blood  from  vol¬ 
unteer  donors  to  be  1,1  percent  com¬ 
pared  to  4.2  percent  in  recipients  of 
blood  from  paid  donors.  (Ref.  “An  epi¬ 
demiological  study  of  transfusion-asso¬ 
ciated  hepatitis’’  conducted  November 
17,  1975  through  December  31,  1976). 
Further,  the  National  Heart,  Lung  and 
Blood  Institute  of  the  National  Insti¬ 
tutes  of  Health  found  that  elevated 
liver-specific  enzymes,  indicating  hepa¬ 


titis  of  all  varieties,  were  seen  in  about 
10  percent  of  prospectively  followed 
recipients  of  blood  from  volunteer 
donors  as  compared  to  about  40  per¬ 
cent  of  similarly  followed  recipients  of 
blood  from  paid  donors.  (Ref.  “The 
transfusion  transmitted  virus’’  study 
conducted  July  1,  1974  through  De¬ 
cember  31,  1975). 

These  recent  studies  demonstrate 
that  the  high  posttransfusion  hepati¬ 
tis  risk  associated  with  blood  from 
paid  donors  pesists  despite  third  gen¬ 
eration  testing.  The  Commissioner 
concludes  that  the  available  data  sup¬ 
port  a  need  for  the  donor  classification 
labeling.  Accordingly,  the  comments 
are  rejected. 

14.  Ten  comments  expressed  concern 
that  the  labeling  requirements  did  not 
apply  to  blood  imported  into  this 
country  and  that  the  country  of  origin 
is  not  required  to  be  identified.  The 
comments  suggested  that  such  provi¬ 
sions  are  necessary  to  ensure  that 
blood  will  be  from  populations  with  no 
greater  risk  of  hepatitis,  or  other  dis¬ 
eases  transmissible  by  blood,  than  for 
blood  or  components  obtained  from 
donors  in  the  United  States.  The  com¬ 
ments  suggested  that  though  most  im¬ 
ports  today  are  from  Western  Europe 
and  from  volunteers  who  may  be  low 
hepatitis-risk  donors,  there  are  no 
means  to  prevent  importation  of  vol¬ 
untary  blood  from  Japan,  Mexico,  and 
Greece.  The  nutrition,  sanitation,  and 
general  health  in  countries  other  than 
the  United  States  vary  widely,  as  does 
the  understanding  of  what  a  “volun¬ 
teer”  is  and  the  effectiveness  of  donor 
screening.  The  comments  suggested 
that  labeling  a  unit  of  blood  with  the 
country  of  origin  will  provide  both 
physicians  and  patients  some  valuable 
information  and  thus  assist  in  in¬ 
formed  decisions  as  to  blood  use.  The 
comments  suggest  there  is  no  known 
import  commodity  that  does  not  con¬ 
tain  a  legend  as  to  its  country  of  origin 
and  that  blood  should  conform  to  this 
general  practice. 

In  the  February  1977  proposal,  the 
Commissioner  advised  that  the  pro¬ 
posed  labeling  requirements  are  appli¬ 
cable  to  blood  and  blood  components 
shipped  into  this  country  from  over¬ 
seas.  Blood  and  blood  components  in¬ 
tended  for  transfusion  may  be  import¬ 
ed  into  this  country  only  if  the  estab¬ 
lishment  and  the  product(s)  are  li¬ 
censed.  (See  §  601.30  (21  CFR  601.30).) 
Licensed  biological  products,  whether 
from  a  foreign  or  domestic  establish¬ 
ment,  must  meet  the  same  standards 
of  safety,  purity,  potency,  and  effec¬ 
tiveness  and  must  be  labeled  in  compli¬ 
ance  with  the  law.  Therefore,  biologies 
regulations  governing  donor  suitability 
and  screening  also  apply  to  foreign  li¬ 
censes.  Any  new  foreign  sources  of 
blood  or  blood  components  will  have 
to  meet  these  requirements.  Products 
from  countries  in  which  disease  trans- 
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missible  by  blood  transfusions  are  en¬ 
demic  in  frequencies  that  exceed  to 
any  significant  degree  that  of  the  U.S. 
have  not,  and  will  not,  be  licensed  for 
U.S.  distribution.  Accordingly,  there  is 
no  need  to  label  blood  to  identify  the 
country  of  origin  and  the  comments 
are  therefore  rejected. 

15.  Five  comments  suggested  it 
would  be  simpler  if  FDA  did  not  li¬ 
cense  blood  banks  that  collect  from 
high-incidence  populations,  such  as 
the  centers  that  regularly  draw  donors 
from  skid-row  areas,  irrespective  of 
whether  the  donors  are  paid  or  volun¬ 
teer. 

Establishments  licensed  pursuant  to 
the  Public  Health  Service  Act  (42 
U.S.C.  262)  to  operate  in  interstate 
commerce  are  inspected  prior  to  licen¬ 
sure  and  annually  thereafter.  Blood 
banks  operating  intrastate  must  be 
registered  pursuant  to  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  360)  and  are  inspected  at  least 
biannually.  All  blood  banks  must  con¬ 
form  to  blood  GMP’s  (21  CFR  Part 
606),  including  the  provisions  govern¬ 
ing  donor  suitability.  Licensed  banks 
violating  these  regulations  are  subject 
to  having  their  licenses  revoked  (21 
CFR  601.5);  registered  banks  are  sub¬ 
ject  to  injunction  action  and  Federal 
seizure  of  any  adulterated  or  mis¬ 
branded  blood  products.  The  Commis¬ 
sioner  believes  these  safeguards  are 
adequate.  The  Food  and  Drug  Admin¬ 
istration  will  continue  to  monitor 
closely  the  product  obtained  at  all 
blood  banks.  Accordingly,  the  com¬ 
ments  are  rejected. 

16.  Eight  comments  objected  to  a 
statement  in  the  February  1977  pre¬ 
amble  suggesting  that  the  proposed 
label  would  significantly  increase  the 
demand  for  blood  from  volunteer 
donors  and  from  paid  donors  with  no 
higher  risk  than  volunteer  donors. 
The  objections  were  based  on  the  fact 
that  the  Commissioner  has  not  estab¬ 
lished  definitive  criteria,  such  as  pro¬ 
cedures  for  followup  of  posttransfu¬ 
sion  hepatitis  episodes,  for  determin¬ 
ing  when  a  paid  donor  population  is  as 
safe  as  a  volunteer  donor  population. 
Three  other  comments,  however,  sug¬ 
gested  that  in  addition  to  the  lal^ling 
requirement,  blood  banks  that  rely  on 
paid  donors  should  be  required  to 
demonstrate  the  safety  of  the  blood. 
The  comments  added  that  these  re¬ 
quirements  would  encourage  blood 
banks  that  continue  to  rely  on  paid 
donors  to  provide  continuing  evidence 
that  their  donor  populations  are  com¬ 
parable  to  the  volunteer  donor  popula¬ 
tion. 

The  Commissioner  agrees  that  Fed¬ 
eral  standards  for  biological  testing  of 
paid  donors  to  demonstrate  the  safety 
of  their  blood  are  desirable.  However, 
several  important  variables  compound 
the  task: 

(1)  Whether  a  donor  population  will 
transmit  hepatitis  can  only  be  estab¬ 


lished  once  it  is  biologically  tested. 
However,  the  population  will  always 
be  a  mixture  of  tested  individuals  who 
have  donated  previously  and  untested 
first-time  donors.  Also,  donors  may  get 
hepatitis  after  the  initial  biological 
testing,  altering  their  prior  status. 

(2)  Establishing  rates  of  posttransfu¬ 
sion  hepatitis  in  transfused  patients  is 
seriously  complicated  by  the  infusion 
of  whole  blood  components  and  de¬ 
rivatives  from  many  sources  into  one 
patient:  thus  identifying  the  hepatitis 
source  and  reporting  cases  of  post¬ 
transfusion  hepatitis  present  formida¬ 
ble  obstacles. 

(3)  The  present  reporting  system 
identifies  only  overt  cases  that  come 
to  a  physician’s  attention  and  are  cor¬ 
rectly  diagnosed.  It  is  well  recognized 
that  these  overt  cases  of  post  transfu¬ 
sion  hepatitis  are  a  very  small  propor¬ 
tion  of  the  total  posttransfusion  hepa¬ 
titis  problem.  In  order  to  obtain  maxi¬ 
mum  incidence  rates,  it  would  be  nec¬ 
essary  for  all  blood  banks  to  evaluate 
recipients  prospectively  after  transfu¬ 
sion.  The  evaluation  of  over  2-million 
patients,  receiving  over  9-million  units 
of  blood  distributed  annually  by  more 
than  6,000  blood  banks,  would  be  very 
expensive.  Therefore,  although  the 
Commissioner  concurs  with  the  desir¬ 
ability  of  maintaining  records  of  cases 
of  posttransfusion  hepatitis,  and  peri¬ 
odically  reviewing  the  hepatitis  B  anti¬ 
gen  positive  rates  of  blood  banks, 
these  procedures  contribute  more  as 
performance  measurements  of  testing 
proficiency  and  to  ascertaining  hepati¬ 
tis  rates  than  they  do  to  pedigreeing 
(biologically  testing)  donor  popula¬ 
tions  to  ensure  the  safety  of  collected 
blood. 

For  these  reasons,  the  Commissioner 
is  not  now  prepared  to  extablish  pro¬ 
cedures^  for  all  blood  banks.  The 
Bureau  will  review  circulars  and  other 
materials  in  which  blood  banks  de¬ 
scribe  their  procedures  to  monitor  the 
safety  of  paid  donor  blood. 

17.  Four  comments  criticized  as  fac¬ 
tually  arbitrary  and  legally  improper 
the  implication  of  the  proposed  label¬ 
ing  that  paid  blood  is  inherently  stig¬ 
matized  as  a  health  risk  since  FDA  has 
not  provided  mechanisms  by  which  a 
commercial  or  hospital  blood  bank 
that  pays  donors  yet  supplies  low-risk 
blood  can  avoid  such  a  stigma.  The 
comments  characterized  the  labeling 
as  unprecedented  because  it  allows  two 
classes  of  products  to  be  licensed— one 
good  and  one  bad— and  therefore  is  in¬ 
consistent  with  FDA  policy  as  applied 
to  other  classes  of  drugs  and  violates 
FDA’s  statutory  mandate. 

The  Commissioner  disagrees  with 
the  comments.  A  stigma  is  a  mark  of 
disgrace,  which  this  regulation  does 
not  affix  either  to  the  product  or  to  its 
producers  merely  by  identifying  the 
source  of  the  product. 

Whole  blood  and  its  components 
carry  an  undefined  but  documented 


risk  of  hepatitis,  and  this  risk  is  known 
to  be  increased  in  paid  donors.  Each 
unit  of  blood  donated,  with  or  without 
monetary  compensation,  must  have 
been  collected  in  compliance  with  such 
legal  provisions  as  the  blood  GMP’s. 
The  risks  of  using  it  may  vary  depend¬ 
ing  upon  the  donor  who,  if  acceptable 
by  medical  criteria,  is  now  considered 
suitable.  Every  drug  approved  by  FDA 
has  known  side-effects  and  almost  all 
drugs  have  acceptable  ranges  of  char¬ 
acteristics.  the  recognition  of  which  is 
not  inconsistent  with  FDA’s  public 
charge. 

18.  One  comment  suggested  that  la¬ 
beling  blood  or  components  according 
to  donor  classification  will  neither  add 
to  the  awareness  that  paid  donor 
blood  carries  a  higher  risk  of  transmit¬ 
ting  hepatitis  nor  decrease  the 
demand  for  blood  from  paid  donors. 
For  example,  hospital  administrators 
are  aware  of  the  use  of  paid  donors 
when  they  contract  with  proprietary 
blood  banks  to  meet  hospital  needs. 

The  Commissioner  believes  that  the 
donor  classification  labeling  is  one  of 
several  means  to  increase  physician 
awareness  that  blood  from  paid  donors 
statistically  carries  a  higher  risk  and  is 
a  major  source  of  information  for  pa¬ 
tients.  The  Commissioner  recognizes 
that  the  demand  for  blood  from  paid 
donors  may  not  immediately  decrease 
but  the  data  discussed  in  item  11  of 
this  preamble  strongly  suggest  that  a 
marked  impact  will  occur  in  a  relative¬ 
ly  short  time.  While  hospital  adminis¬ 
trators  or  purchasing  agents  must  reg¬ 
ularly  consider  blood  source,  the  label¬ 
ing  requirement  may  encourage  physi¬ 
cians  and  users  to  review  this  matter 
more  closely.  Accordingly,  the  com¬ 
ment  is  rejected. 

Effect  of  Labeling  on  Supply  and 
Cost 

19.  Seven  comments  suggested  that 
the  proposed  rules,  if  adopted,  would 
make  it  more  difficult  to  maintain  ade¬ 
quate  supplies  of  blood.  This  concern 
is  based  on  the  following  assertions: 
(1)  the  1973  Illinois  blood  labeling  law 
forced  that  State  to  import  volunteer 
blood  while  sending  paid  blood  collect¬ 
ed  in  Illinois  to  other  States,  (2)  the 
General  Accounting  Office  has  report¬ 
ed  (MWD-82)  that  the  proposed  label¬ 
ing  “could  cause  blood  shortages.”  and 
(3)  in  Los  Angeles.  Calif.,  where  a  simi¬ 
lar  blood  labeling  law  is  in  effect,  hos¬ 
pitals  in  affluent  areas  meet  their 
needs  exclusively  with  volunteer 
blood,  at  the  expense  of  hospitals  serv¬ 
ing  areas  of  lower  socio-economic 
status,  which  are  forced  to  rely  heav¬ 
ily  on  blood  from  less  desirable 
sources.  The  comments  postulated 
that  in  the  absence  of  sufficient  volim- 
tary  blood  to  replace  the  paid  blood 
sources,  hospitals  will  be  faced  with 
critical  blood  shortages  and  not  be 
able  to  meet  the  total  blood  needs  of 
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the  disadvantaged  sections  of  society 
they  serve.  Conversely,  11  comments 
suggested  the  proposed  labeling  will 
not  increase  the  cost  of  blood  or  create 
blood  shortages  because  (1)  similar 
programs  by  the  American  Red  Cross 
in  collaboration  with  blood  banks  have 
operated  successfully,  (2)  similar  label¬ 
ing  laws  in  Illinois,  California,  and 
Georgia  have  not  created  blood  short¬ 
ages  and  have  quickly  eliminated  the 
use  of  blood  that  is  most  likely  to 
cause  hepatitis,  and  (3)  any  impact  on 
cost  or  supply  will  be  negligible  com¬ 
pared  to  potential  benefits. 

The  Commissioner  reiterates  his 
belief,  stated  in  the  preamble  of  the 
November  proposal,  that  the  proposed 
labeling  requirement  will  not  interrupt 
blood  services  now  provided  and  will 
help  to  achieve  the  National  Blood 
Policy  objective  to  encourage,  foster, 
and  support  efforts  to  establish  an  all¬ 
voluntary  blood  donation  system. 

The  Commissioner  emphasizes  that 
the  proposed  donor  classification  la¬ 
beling  does  not  prohibit  monetary 
payment  for  blood  donation.  Indeed, 
monetary  payment  to  selected  donors, 
especially  those  with  rare  blood 
grroups  or  with  a  long  history  of  blood 
donation  without  adverse  posttransfu¬ 
sion  reactions  in  recipients,  is  expected 
to  continue  as  long  as  the  need  exists. 

Donor  classification  legislation  is 
now  effective  in  the  states  of  Illinois, 
California,  Florida,  and  Georgia.  The 
longest  experience  with  such  legisla¬ 
tion,  in  Illinois,  does  not  support  the 
contention  that  shortages  in  the  blood 
supply  will  result  because  of  the  donor 
classification  requirement.  Indeed,  the 
number  of  units  collected  from  volim- 
tary  donors  in  Illinois  increased  suffi¬ 
ciently  after  the  enactment  of  the 
donor  classification  legislation  to  pro¬ 
vide  adequately  for  all  needs  for  blood 
within  the  State. 

The  cost-to-benefit  balance  of  this 
regulation  seems  beyond  serious  ques¬ 
tion.  For  example,  in  one  Illinois  hos¬ 
pital  where  carefully  monitored  stud¬ 
ies  were  conducted,  the  number  of 
cases  of  posttransfusion  hepatitis  de¬ 
creased  significantly  following  the 
change  from  the  use  of  predominantly 
paid  donor  blood  to  volunteer  donor 
blood. 

The  Commissioner  is  not  aware  of 
any  data,  nor  were  any  presented  by 
the  comments,  to  substantiate  the 
speculations  made  by  the  comments 
concerning  the  blood  use  experiences 
in  Illinois  and  Los  Angeles,  California. 
Accordingly,  the  comments  are  reject¬ 
ed. 

20.  Seventeen  comments  suggested 
that  the  proposed  labeling  require¬ 
ments  are  inflationary  because  (1)  an 
additional  label  must  be  applied  to  the 
millions  of  units  collected  from  volun¬ 
teer  blood  donors,  (2)  physicians  who 
use  blood  from  paid  donors  will  need 
to  increase  their  medical  malpractice 


insurance  premiums,  (3)  additional  ex¬ 
penses  will  be  required  to  mount  effec¬ 
tive  recruitment  efforts  to  replace  the 
paid  donor,  and  (4)  the  demand  for 
volunteer  blood  will  increase,  raising 
the  price  and  making  it  available  only 
to  people  who  can  afford  to  pay  more 
for  it. 

As  stated  repeatedly,  the  costs  will 
be  minimal  because  the  information 
will  be  included  on  labels,  along  with 
the  currently  required  information,  by 
various  means.  It  is  not  necessary  to 
use  an  additional  label.  The  Commis¬ 
sioner  notes  that  the  American  Red 
Cross,  which  collects  from  volunteer 
donors  approximately  one-half  of  the 
blood  supply  in  this  country,  already 
uses  labels  that  identify  the  donor  as  a 
volunteer. 

The  Commissioner  is  not  aware  of 
any  data,  nor  were  any  presented  to 
substantiate  the  contention  made  in 
the  comments,  that  (1)  physicians’ 
malpractice  insurance  will  increase,  (2) 
the  labeling  requirements  will  create 
ongoing  expenses  associated  with 
mounting  recruitment  efforts  used  to 
motivate  donors  to  donate  blood,  and 
(3)  the  price  of  volunteer  donor  blood 
will  increase  because  of  the  demand 
for  it.  More  importantly,  this  argu¬ 
ment  fails  to  consider  the  human  and 
economic  costs  of  blood  recipients  con¬ 
tracting  hepatitis  from  blood  transfu¬ 
sion.  Even  if  the  required  labeling  re¬ 
sults  in  small  increased  expenses  for 
the  blood  facility,  these  costs  are  ex¬ 
ceeded  by  the  benefits  of  reduced  mor¬ 
bidity  and  mortality  from  posttransfu¬ 
sion  hepatitis. 

As  the  Commissioner  noted  in  the 
proposed  regulations,  the  inflationary 
aspect  of  the  labeling  requirements 
has  been  thoroughly  considered,  and 
no  inflationary  impact  was  noted.  Ac¬ 
cordingly,  the  comments  are  rejected. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  201,  501, 
502,  52  Stat.  1040-1042  as  amended, 
1049-1051  as  amended  (21  U.S.C.  321, 
351,  352))  and  the  Public  Health  Ser¬ 
vice  Act  (secs.  351,  361,  58  Stat.  702- 
703  as  amended  (42  U.S.C.  262,  264)) 
and  under  authority  delegated  to  him 
(21  CFR  5.1),  the  Commissioner  is 
amending  Chapter  I  of  Title  21  of  the 
Code  of  Federal  Regulations  as  fol¬ 
lows: 

1.  In  Part  606  by  amending  §  606.120 
by  redesignating  existing  paragraphs 
(b)(2)  through  (b)(13)  as  paragraphs 
(b)(3)  through  (b)(14),  and  adding  a 
new  paragraph  (b)(2)  to  read  as  fol¬ 
lows: 

§  606.120  Labeling. 

«  «  «  *  « 

(b) *  •  • 

(2)  The  appropriate  donor  classifica¬ 
tion  statement,  “paid  donor,”  or  “vol¬ 
unteer  donor,”  in  no  less  prominence 
than  the  proper  name  of  the  product 


(except  that  these  requirements  shall 
not  apply  to  Source  Plasma  (Human) 
or  plasma  derivatives). 

(i)  A  paid  donor  is  a  person  who  re¬ 
ceives  monetary  payment  for  a  blood 
donation. 

(ii)  A  volunteer  donor  is  a  person 
who  does  not  receive  monetary  pay¬ 
ment  for  a  blood  donation. 

(iii)  Benefits,  such  as  time  off  from 
work,  membership  in  blood  assurance 
programs,  and  cancellation  of  nonre¬ 
placement  fees  that  are  not  readily 
convertible  to  cash,  do  not  constitute 
monetary  payment  within  the  mean¬ 
ing  of  this  paragraph  (b)(2). 

*  *  •  «  • 

2.  In  Part  640: 

a.  By  revising  §  640.2(f)(3)  to  read  as 
follows: 

§  640.2  General  requirements. 

***** 

(f)  •  *  *  (3)  the  label  of  each  con¬ 
tainer  of  such  blood  bears  the  infor¬ 
mation  required  by  §  640.7(f),  *  *  *. 

b.  By  amending  §640.7  by  revising 
the  introductory  paragraph,  by  rede¬ 
signating  existing  paragraphs  (a) 
through  (f)  as  paragraphs  (b)  through 
(g),  respectively,  and  by  adding  a  new 
paragraph  (a),  and  revising  the  rede^ 
signated  paragraph  (f)  to  read  as  fol¬ 
lows: 

§  640.7  Labeling. 

In  addition  to  all  other  applicable  la¬ 
beling  requirements,  the  following, 
except  as  prescribed  in  paragraphs  (f) 
and  (g)  of  this  section,  shall  appear  on 
the  label  of  each  container: 

(a)  Donor  classification.  The  appro¬ 
priate  donor  classification  statement 
prescribed  in  §  606,120(b)(2)  of  this 
chapter. 

***** 

(f)  Issue  prior  to  determination  of 
test  results.  The  label  on  each  contain¬ 
er  of  blood  that  is  issued  pursuant  to 
the  provisions  of  §  640.2(f)  shall  bear 
the  following  information  and  instruc¬ 
tions  in  lieu  of  the  information  speci¬ 
fied  in  paragraphs  (c),  (d),  and  (e)  of 
this  section. 

*  *  *  *  * 

c.  By  amending  §640.18  by  revising 
paragraph  (a)  to  read  as  follows: 

§  640.18  Labeling. 

*  *  •  «  * 

(a)  The  information  required  by 
§640.7  (a),  (b)(2),  (c),  and  (d)  for 
Whole  Blood  (Human),  except  the 
proper  name. 

•  *  •  «  * 

d.  By  amending  §640.26  by  redesig¬ 
nating  existing  paragraphs  (b) 
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through  (n)  as  paragraphs  (c)  through 
(o),  respectively,  and  by  adding  a  new 
paragraph  (b)  to  read  as  follows: 

§  640.26  Labeling. 

•  «  «  •  • 

(b)  The  appropriate  donor  classifica¬ 
tion  statement  prescribed  in 

§  606.120(b)(2)  of  this  chapter. 

•  *  *  *  • 

e.  By  amending  §640.35  by  redesig¬ 
nating  existing  paragraphs  (b) 

through  (r)  as  paragraphs  (c)  through 
(s),  respectively,  and  by  adding  a  new 
paragraph  (b)  to  read  as  follows: 

§  640.35  Labeling. 

*  •  •  *  • 

(b)  The  appropriate  donor  classifica¬ 
tion  statement  prescribed  in 

§  606.120(b)(2)  of  this  chapter. 

•  •  *  *  • 


f.  By  amending  §640.57  by  redesig¬ 
nating  existing  paragraphs  (b) 
through  (o)  as  paragraphs  (c)  through 
(p),  respectively,  and  adding  a  new 
paragraph  (b)  to  read  as  follows: 

§  640.57  Labeling. 

***** 

(b)  The  appropriate  donor  classifica¬ 
tion  statement  prescribed  in 
§  606.120(b)(2)  of  this  chapter. 

***** 

Effective  date:  This  regulation  be¬ 
comes  effective  May  15,  1978. 

(Secs.  201,  501,  502,  Pub.  L.  717,  52  Stat. 
1040-1042  as  amended,  1049-1051  as  amend¬ 
ed  (21  U.S.C.  321,  351,  352);  secs.  351,  361, 
Pub.  L.  410,  58  Stat,  702  as  amended,  703  as 
amended  (42  U.S.C.  262,  264).) 

Dated:  January  6. 1978. 

Donald  Kennedy, 
Commissioner  of 
Food  and  Drugs. 
tFR  Doc.  78-917  Piled  1-10-78;  10:33  am] 
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